The accompanying epidemic of type 2 diabetes and its cardiovascular complications may play an important role in pancreatic physiology and pathophysiology ( Leung et al 2001( Leung et al & 2003 
pancreatic β cell (pro)insulin biosynthesis islet blood flow
Mechanism of angiotensin II and insulin secretion in pancreatic β cell ( Lau et al 2004 & Carlsson et al 1998 
10
The clinically observed benefits of RAS blockade in persons at risk for developing type 2 diabetes a reduced incidence of developing diabetes ( Scheen 2004 ) 11
Objective
• To study the role of local islet RAS especially AT1R in obesity-induced type 2 diabetes mice
• To study the effect of specific AT1R antagonist losartan in obesity-induced type 2 diabetes mice The clinical benefits of RAS inhibition improved delivery of insulin and glucose to peripheral muscles direct effects on peripheral glucose transport and insulin signaling pathways ( Ferrannini et al 2003 ) 13
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• AT1R blockers could improve insulin sensitivity ( Olsen et al 2005 & Pershadsingh et al 2004 • Meanwhile, losartan has been reported to abolish the insulin sensitivity-enhancing effects of angiotensin II in vitro and in vivo studies ( Juan et al 2005 ) • The effects in this aspect remain controversial and varied ( Scheen et al 2004 , Schupp et al 2005 These findings provide a novel and at least partial explanation for the reduced incidence of type 2 diabetes
